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Spontaneous reports on drug- induced pancreatitis in Denmark, 
from 1968 to 1999. 
Andersen V; Sonne J; Andersen M ■ 

Medical Department, Viborg County Hospital, Denmark.. 
vandersen@dadlnet . dk 

European journal of clinical pharmacology, (2001 Sep) 57 
(6-7) 517-21. 
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Journal; Article; (JOURNAL ARTICLE) 
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Priority Journals 
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Entered STN: 20011112 
Last Updated on STN: 20020429 
Entered Medline: 20020426 
OBJECTIVES: To present an update on drug-induced pancreatitis reported to 
the Danish Committee on Adverse Drug Reactions. DESIGN: Retrospective 
study of spontaneous case reports to the Danish reporting system on 
adverse drug reactions. METHODS: All cases of suspected drug- induced 
pancreatitis reported to the Danish Committee on Adverse Drug Reactions 
from 1968 to 1999 were analysed. Three cases were excluded leaving 47 
cases for analysis. RESULTS: Drug-induced pancreatitis made up 0 . 1% of 
all the reports to the committee from 1968 to 1999. The proportion seemed 
to increase and was 0.3% during the last 8 years. The 47 cases 
corresponded to 0.1% of the number of patients discharged due to 
pancreatic disease (without cancers) per year in Denmark. Serious courses 
were frequent as indicated by death and hospitalisation being reported in 
4 (9%) and 32 (68%) cases, respectively. Death occurred after valproate 
(two cases) , clomipramine (one case) and azathioprine (one case) . 
Definite relationship was stated for mesalazine (three cases) , 
azathioprine (two cases) and simvastatin (one case) on the basis 
of re-challenge. A possible or probable causality was considered for a 
further 30 drugs including 5-acetylsalicylic acid agents, 
angiotensin-converting enzyme inhibitors, estrogen preparations, 
didanosine, valproate, codeine, antiviral agents used in 

acquired immunodeficiency syndrome therapy, various lipid-reducing agents, 
interferon, paracetamol, griseof ulvin, ticlopine, allopurinol, lithium and 
the MMR (measles" mumps/rubella) vaccination. CONCLUSION: 
Drug-induced pancreatitis is rarely reported. The incidence may be 
increasing and the course is often serious. This is the first report on 
definite simvastatin-induced pancreatitis. Further studies on 
the pancreotoxic potential of drugs are warranted. 
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Antiviral activity of lovastatin against respiratory 
syncytial virus in vivo and in vitro. 
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AB Respiratory syncytial virus (RSV) is an important 

human pathogen that can cause severe and life- threatening respiratory 
infections in infants and immunocompromised adults. We have recently 
shown that the RSV F glycoprotein, which mediates viral 
fusion, binds to RhoA. One of the steps in RhoA activation involves 
isoprenylation at the carboxy terminus of the protein by 

geranylgeranyltransf erase . This modification allows RhoA to be attached 
to phosphatidyl serine on the inner leaflet of the plasma membrane. 
Treatment of mice with lovastatin, a drug that inhibits 
prenylation pathways in the cell by directly inhibiting 
hydroxymethylglutaryl coenzyme A reductase, diminishes RSV but 
not vaccinia virus replication when administered up to 24 h 
after RSV infection and decreases virus-induced weight 

loss and illness in mice. The inhibition of replication is not likely due 
to the inhibition of cholesterol biosynthesis, since gemfibrozil, another 
cholesterol-lowering agent, did not affect virus replication and serum 
cholesterol levels were not significantly lowered by lovastatin 
within the time frame of the experiment. Lovastatin also 

reduces cell-to-cell fusion in cell culture and eliminates RSV replication 

in HEp-2 cells. These data indicate that lovastatin, more 

specific isoprenylation inhibitors, or other pharmacological approaches 

for preventing RhoA membrane localization should be considered for 

evaluation as a preventive antiviral therapy for selected groups 

of patients at high risk for severe RSV disease, such as the 

institutionalized elderly and bone marrow or lung transplant recipients. 
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AB Respiratory syncytial virus (RSV) is an important 

human pathogen that can cause severe and life- threatening respiratory 
infections in infants and immunocompromised adults. We have recently 
shown the RSV F glycoprotein, which mediates viral 

fusion and entry, interacts with the cellular protein RhoA in two-hybrid 
and in vitro binding assays. Whether this interaction occurs in living 
cells remains an open question. However, because RhoA signaling is 
associated with many cellular functions relevant to RSV pathogenesis such 
as actin cytoskeleton organization, expression of . proinflammatory 
cytokines, and smooth muscle contraction, we asked whether RhoA activation 
occurred during RSV infection of HEp-2 cells. We found that the amount of 
isoprenylated and membrane -bound RhoA in RSV- infected cultures was 
increased. Further evidence of RhoA activation was demonstrated by 
downstream signaling activity mediated by RhoA. There was an increase in 
pl30(cas) phosphorylation during RSV infection, which was prevented by 
Y-27632, a specific inhibitor of Rho kinase, or lovastatin, an 
HMG-CoA reductase inhibitor that reduces the synthesis of groups needed 
for isoprenylation. In addition, RSV infection of HEp-2 cells resulted in 
an increase in the formation of actin stress fibers. Pretreatment of 
HEp-2 cells with Clostridium botulinum C3 exotoxin, an enzyme that 



specifically ADP-ribosylates and inactivates RhoA, prevented RSV-induced 
stress fiber formation. These observations indicate that RhoA and 
subsequent downstream signaling events are activated during RSV infection, 
which has implications for RSV pathogenesis. 
Copyright 2001 Academic Press. 
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SOURCE: Journal of cell biology, (1998 Mar 23) 140 (6) 1357-67. 

Journal code: 0375356. ISSN: 0021-9525. 
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DOCUMENT TYPE: Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 1998 04 

ENTRY DATE: Entered STN: 1998043 0 

Last Updated on STN: 19980430 
Entered Medline: 19980420 

AB Transport from the TGN to the basolateral surface involves a 

rab/N-ethylmaleimide-sensitive fusion protein (NSF) /soluble NSF attachment 
protein (SNAP) /SNAP receptor (SNARE) mechanism. Apical transport instead 
is thought to be mediated by detergent- insoluble sphingolipid-cholesterol 
rafts. By reducing the cholesterol level of living cells by 60-70% with 
lovastatin and methyl -beta-cyclodextrin, we show that the 
. TGN-to-surface transport of the apical marker protein influenza 
virus hemagglutinin was slowed down, whereas the transport of the 
basolateral marker vesicular stomatitis virus glycoprotein as 
well as the ER-to-Golgi transport of both membrane proteins was not 
affected. Reduction of transport of hemagglutinin was accompanied by 
increased solubility in the detergent Tri'ton X-100 and by significant 
missorting of hemagglutinin to the basolateral membrane. In addition, 
depletion of cellular cholesterol by lovastatin and 
methyl-beta-cyclodextrin led to missorting of the apical secretory 
glycoprotein gp-80, suggesting that gp-80 uses a raft-dependent mechanism 
for apical sorting. Our data provide for the first time direct evidence 
for the functional significance of cholesterol in the sorting of apical 
membrane proteins as well as of apically secreted glycoproteins. 
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AB High-affinity human ant i -viral antibodies [e.g. for human 
immunodeficiency virus type 1 (HIV-1), respiratory 
syncytial virus (RSV) and herpes simplex virus 

(HSV) ] can be selected from immune phage-display libraries using a variety 
of strategies. A small subset of these antibodies show potent 
neutralization in vitro and anti -viral efficacy in vivo in animal models. 
The affinities of such antibodies arising from secondary or higher order 
immune responses can be improved using "CDR walking'. Sequential and 
parallel optimization variants of this strategy have been used to improve 
the affinity of a prototype anti-HIV-1 antibody 420-fold. 
Ultra-high-affinity human antibodies could constitute a new class of 
useful anti -viral reagents. 
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Respiratory syncytial virus (RSV) lower respiratory 

tract and febrile upper respiratory tract illnesses were prospectively 
assessed in cohorts of 83 infants born to human immunodeficiency 
virus (HIV) - and of 48 infants born to non-HIV 

-infected mothers. Of the infants born to HIV-infected mothers, 18 were 
themselves infected with HIV, 26 were indeterminant and 3 9 were free from 
HIV. Ten RSV illnesses occurred in 8 HIV-infected, 2 illnesses in 2 
indeterminant and 17 illnesses occurred in 17 non-HIV- infected children. 
RSV shedding was prolonged in HIV class P2- vs. non-HIV- infected children, 
at medians of 30 days (range, 1 to 199 days) and 6 days (range, 1 to 21 
days), respectively (P = 0.02). Ribavirin and intravenous immunoglobulin 
failed to eradicate RSV from one child who shed virus for 199 days. 
Wheezing occurred in 1 of 4 vs . 9 of 10 episodes of lower respiratory 
tract illness in HIV-infected and non-HIV- infected children, respectively 
(P = 0.04). No differences were noted in duration of illness, 
temperature, respiratory rate or oxygen saturation between HIV- and 
non-HIV-inf ected children. Infection control and public health concerns 
regarding prolonged shedding of RSV in HIV-infected children must be 
recognized . 
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AB We have examined a novel betain-type f luoroalkylated oligomer, RD6-2198, 
for its inhibitory effects on the replication of human immunodeficiency 
virus type 1 (HIV-1) and other enveloped viruses 
, including herpes simplex virus types 1 and 2 (HSV-1 and HSV-2, 
respectively) and respiratory syncytial virus (RSV) in 

cell cultures. We have found that the compound is a potent and selective 
inhibitor of these viruses. RD6-2198 inhibited the replication of 
HIV-1IIIB at a concentration of 0.85 microg/ml with a selectivity index 
greater than 59 in MT-4 cells. Furthermore, its 50% effective 
concentration (EC50) values for HSV-1, HSV-2 and RSV, were 0.51, 0.94 and 
3.0 microg/ml, respectively. We found that the RD6-2198 suppressed the 
gpl20-CD4 interaction (as monitored by an enzyme-linked immunosorbent 
assay (EL ISA) method) . RD6-2198 also inhibited the binding of anti-gpl20 
monoclonal antibody to gpl20 expressed on M0LT-4/IIIB cells (MOLT-4 cells 
chronically infected with HIV-1IIIB) . However, the compound did not 
inhibit the interaction of anti-CD4 antibody with CD4 . These results 
suggest that RD6-2198 interacts with the viral envelope glycoprotein and 
thereby inhibits the viral adsorption process. In addition, RD6-2198 was 
also found to suppress the proliferation of M0LT-4/IIIB cells. When 
applied topically, RD6-2198 at a concentration of 10 mg/ml completely 
protected mice from an intravaginal HSV-2 infection. 
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The proteolytic cleavage sites of the human immunodeficiency virus 
type 1 (HIV-1) envelope glycoprotein precursor gpl60 and the 
fusion protein of respiratory syncytial virus (RSV) 

show a sequence homology. To study this homology two synthetic peptides 
corresponding to HIV- l-env-gpl60-aa 507-518 (KAKRRWQREKR) and RSV-F2-aa 
130-136 (SKKRKRR) were synthesized. Human serum samples from HIV-positive 
or RSV-positive collections recognized the appropriate peptide in 90.6 or 
37.2% respectively. No cross-reactivity towards the nonhomologous peptide 
could be monitored in both serum collections. In contrast, antipeptide 
antibodies raised against both peptides demonstrate a high degree of 
cross-reactivity. These data indicate that the high specificity of the 
virus-induced antibodies may be a result of strong conformational 
restrictions at the proteolytic cleavage site of both proteins. Moreover, 
these observations are important for diagnostic purposes. Synthetic 
peptides are a valuable tool for HIV antibody screening. Our data provide 
information concerning the specificity of antigen-antibody interaction on 
a highly immunogenic HIV-1 epitope. 
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